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The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner 
and process of making and using it, in such full, clear, concise, and exact terms as to 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

Claims 4-12 and 14-22 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and/or use the invention. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue". 
These factors include 1) the breadth of the claims, 2) the nature of the invention, 3) 
the state of the prior art, 4) the level of one of ordinary skill, 5) the level of 
predictability in the art, 6) the amount of direction provided by the inventor, 7) the 
existence of working examples, and 8) the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure. In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 
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The nature of the invention: The nature of the invention is the method of 
treatment of a patient "subject to " or amelioration of a disorder or disease selected 
from a myriad group using compounds of formulae I. 

The state of the prior art and predictability: The state of the prior art is that it 
involves screening in vitro and in vivo to determine which compounds exhibit the 
desired pharmacological activities (i.e. what compounds can treat which specific 
disease). There is no absolute predictability even in view of the seemingly high 
level of skill in the art. It is noted that the pharmaceutical art is unpredictable, 
requiring each embodiment to be individually assessed for physiological activity. 
In re Fisher, 427 F. 2d 833, 166 USPQ 18 (CCPA 1970) indicates that the more 
unpredictable an area is, the more specific enablement is necessary in order to 
satisfy the statute. No class of compounds or single compound has been found 
effective in of treatment of a patient "subject to " (read preventing), ameliorating 
of diseases or disorders. Furthermore, applicant has not demonstrated that the 
claimed compounds are successful in treating, preventing, ameliorating any of the , 
named diseases or disorders. The diseases or disorders on the list may not be 
"subject to" (prevention) or amelioration (improvement). The diseases or disorders 
may be merely treatable. The same would also be true for claim 14 et al with 
respect to the second compound as one would have to determine which compounds 
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have the activity of the recited groups and then determine which compounds would 
provide the desired result. 

Guidance and working examples: Compounds according to the invention have 
been prepared. Applicants have not demonstrated that a single compound 
according to the invention can prevent, and ameliorate one of the claimed diseases 
or disorders. Further, many of the diseases or disorders named are in fact a 
CLASS of disorders or diseases. No single compound or class of compounds is 
known to treat all the sub-categories of a particular type of disease or disorder. By 
way of example, applicants name diseases or disorders associated with — 
inflammatory reactions, tumor growth, and dermatological condition—. 
Applicants' are attempting to claim every known associated disease or disorder 
with the above conditions as well as future diseases and disorders and such is 
wholly inoperable. 

The scope of treatment of a patient "subject to " since subject to is merely 
prevention? Treating and prevention are at odds with one another. Please note that 
one a subject is being 'treated' for a disease or disorder, the treatment can no 
longer be 'preventive' in nature. To the extent that of treatment of a patient 
"subject to " is preventing the recurrence of symptom or pathology in a diseased 
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subject, that is encompassed in the term 'treatment', that is maintenance dose in 
preventing symptom or pathology from recurrence. 

Thus, the specification fails to provide sufficient support of the broad use of 
the compounds of claim 1 for the of treatment of a patient "subject to " or 
amelioration of any disease. As a result necessitating one of ordinary skill to 
perform an exhaustive search, for which diseases can be treated, prevented or 
ameliorated by which compound of claim 1 in order to practice the claimed 
invention. 

Therefore, in view of the Wands factors and In re Fisher (CCPA 1970) 
discussed above, to practice the claimed invention herein, one of ordinary skill in 
the art would have to engage in undue experimentation to test which diseases can 
be treated, prevented, ameliorated by the compounds of the instant claims, with no 
assurance of success. 

It is suggested that claim 4 be amended to delete "subject to a physiological 
condition" and amelioration, and insert after treating - inhibiting tryptase 
associated with Mast cell mediated inflammatory conditions- and inserting the 
limitations of claim 5 drawn to the already identified disease conditions. 

Claims 1-22 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter 



Application/Control Number: 1 0/743,6 1 8 Page 6 

Art Unit: 1625 

which was not described in the specification in such a way as to enable one skilled 
in the art to which it pertains, or with which it is most nearly connected as well as 
enabling disclosure as to how to make and/or use the invention. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue". 
These factors include 1) the breadth of the claims, 2) the nature of the invention, 3) 
the state of the prior art, 4) the level of one of ordinary skill, 5) the level of 
predictability in the art, 6) the amount of direction provided by the inventor, 7) the 
existence of working examples, and 8) the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure. In re Wands, 858 
F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 
The nature of the invention: The nature of the invention is a prodrug of the 
compounds of formulae I. 

The state of the prior art and predictability: The state of the prior art is that 
there is no absolute predictability even in view of the seemingly high level of skill 
in the art. It is noted that the pharmaceutical art is unpredictable, requiring each 
embodiment to be individually assessed for physiological activity. In re Fisher, 
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427 F. 2d 833, 166 USPQ 18 (CCPA 1970) indicates that the more unpredictable 
an area is, the more specific enablement is necessary in order to satisfy the statute. 
Guidance and working examples: Compounds according to the invention have 
no been prepared. The specification merely discloses where to find information 
regarding prod rugs per se. 

Undue experimentation would be required because the specification does not 
disclose what are the specific groups or where the specific groups would be 
attached. 

Thus, the specification fails to provide sufficient support of the broad use of 
the compounds of claim 1 as prod rugs. 

Therefore, in view of the Wands factors and In re Fisher (CCPA 1 970) 
discussed above, to practice the claimed invention herein, one of ordinary skill in 
the art would have to engage in undue experimentation to test which diseases can 
be treated, prevented, ameliorated by the compounds of the instant claims, with no 
assurance of success. 

Claims 2, 3, 13 and 23 are rejected as being drawn to a rejected base claim but 
would be allowed if rewritten in independent form. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 4-12 and 14-22 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claims 10,1 1 use terms that are confusing and ambiguous. For example, 
claim 10 - diseases or disorders "related" to atherosclerotic plaque rupture, 
infarction, stroke or angina. What is meant by these terms? In addition, the 
intended coverage of scope encompassed those character and conditions that will 
be correlated in future discovery to be related to the diseases or conditions or 
disorders so named. The scope of the claims is made even more confusing given 
the recitation of the myriad of diseases in the claims. The examiner in not merely 
confused about the scope and meaning of the relatively few terms actually 
mentioned above but by the totality of the claims. 

Further, the scope of 'ameliorating' the above myriad of diseases is also 
confusing and ambiguous. Please note that ameliorating is merely 'improvement' 
and as such include both increase and decrease in the effect of the aforementioned 
diseases or disorders. What constitutes amelioration? Is it that it becomes 
somewhat better in a patient? Is it less incidents in occurrence? No metes and 
bounds of the scope of ameliorating can be ascertained from the description. 
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No claim is allowed. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Raymond Covington whose telephone number 
is (571) 272-068 1 . The examiner can normally be reached on M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, C. Tsang can be reached on (571) 272-0562. The fax 
phone number for the organization where this application or proceeding is assigned 
is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Raymond Covington 
Examiner 




